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5E¥, 4#:|^t?^mL'-CV^5it^ J P^^fi'5#^i: bt, cDNA© 
fee DNAc^^E^J^Expressed Sequence Tag (EST) t fCf-^^-^ 

(Dt&mmz&^xmgxhzm**) xk< , mm&m%<D&&)b t>£ ?> 5 sg 

dna) fc^n-^v^-fsrift. iiG^y/^l*tI^/ : ?'-^y^ 
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^§iigi-sm©m/f&£eis^^* LTSffl-rs c asm*** 5o 
20 www-**©***. mmG9v**9&am.ys*'f*-*>** 

>-^R*fctt*©«^^K«r3--K^"5#y^^^^K (DNA, RN 
A»XXttfrb0**&> Xt**** (DNA, RNAfc'it? 
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10 3&PJ§<E>H^ 

15 c D N Ai£ = - K * 7 ®Jg^i§gJ(D G * >v<^ ft#*3l 

20 5 / WBW**rr * £ t Z^m k-tZG* \t"f9 V** 

(2) m&m%: l"«$^T^/«K^I*^#r5±IB (1) fEHtf>G* 

(3) _k|B (1) ^<OQ9V/^%m^.^'f9-9^^%<0%^'f 
25 ^K*fctt-t©46; 

(4) ±|B (1) WM<»G#lss<?nmtm.\'^79~9l''^'g.**-b*-r 

(5) DNAT?fc£±iB (4) BitO*9^^V'*^K ; 

(6) |B^J##: 2-C^$tlS*^IB?IJ^ : t1-6-hlB (5) IB^^DNA ; 
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(7) ±IB (4) fa*otfyx*u*f'}ti:<£GirZ&&*.'<?*- ', 

( 8 ) _bfE ( 7 ) ffifcOfijfe*.'** * -T^«^$ii:fc^®^^ ; 

(9) ±IE (8) SB®<^®fc&#£#£U ±|B (1) fBgtf>G*:~^SC 

5 (l) mm<DG*y/<?%$^\'±y*-?^?%$.tcft*<vtevM&fe; 

(10) ±IB (1) |B^G^W>°^S* ; SMw-fe^-^>'/^Mt>L<r± 
±IB (3) mmoUft^^Vt.lttiZtitbomz.ttlrZtiift ; 

(1 1) ±IB (1) |B«©G^y^^®*^Ml/^^-^W^MO^^ 
/VfcB£**£ttte1-5*ftft#^fc5±lB (10) IBfcOffift ; 
10 (1 2) ±IB (1 0) fB&<aft#£^LTfc3^»rll£ ; 

(13) _k?B (10) Bi^ftft&^LTfcSElii; 

(14) _h|B (1) |B^©G^W?^^*^M^^-^^^S 1 bL<« 

±|B (1) IB^G^W^®*^^^^-^^^©*^^^^^ 
15 S-ytf^K; 

(i 5) ±ia (i 4) mm<»G?>s<?wj£mLi'*7*-*y' < ?w*itte 

(16) _L!B (1) SB^OG^^^K*«MV'-fe^-^^^©'bL<« 
±IB (3) &m<o&ft^73-\ : *1Zttfrb<DM*m^%^b*W&h^Z±^ 

20 (1) |B©©G^V^^^*rai/"fe^--^^^©*fctt-?:©*t^-r6y 

(17) ±IB (i) m$<DG?ys*?n^Mu±zf*-*y'<?nhL<t* 

(18) ±IB (1) |B^<DG^V/^^*^^U"fe^-^y^W%L<« 

jjh (3) iB^ogp^^K^fe^^feom^w-rscii^m^t-sy 

#yh*b±.m (1) IB^cDG^y^^S^M^-fe^-^^^K*^^© 
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(19) ±1B (1 7) |BS^^y-=^^&*^«-blB (18) IB^O^ 
#9szlsjrR*y b£fflv^#P>;h,5 5y#^K£±!B (1) lE«i£>G*>v<? 

5 (20) ±13 (i 7) ffi®<Dx?v~-~>y%&-&itn±m (1 8) maw* 

?y-~y?%*y h£ffivvr#S>;h,5 5y#^K£±fB (1) 1B*W>G*:"< 
(2 1) ±1S (4) |sm©#y5C^^^Ki:^>f^M^^*^b^#T 

io *c^^y^>rx«f*a«ep3c^^*^K; 

(22) ±33 ( 4) ^m©^ D * * V*?" K fcfc*lttfe*ft*KW* 
^^LTftStfyj^V'^K ; 
(2 3) ±BB (4) ^<Dtf»X?\'* l ?Fti1t1±*:<D-&*m^ZZb&m 

15 ©5fei#i£o 

(2 4) ±IB (10) |B«toffifc£JB^5wfc«r4*«fci-5±1B (1) IB^O 
(2 5)' ±15 (2 3) *fctt: (2 4) WfcojfeJKWfetrMvySC k ^Wfc-r 
20 #8s 0 

(2 6) ±ib (23) ffigz<Dfe&%m*m^z>zbz&mk'rz>±ffi en e 

«^©m©^^ y --^^ife ; 
(2 7) ±IB (2 4) |Bife©^4^^vySi^Sri|#mi:-t-6jSeJMK:*5.^ 
25 5±fS (1) lEtt^G^^^IT^^lHr^-f ^^*»^b**«ll5 

(2 8) ±|B (2 6) |B^©** y-^>^;£&£ffl^T#b;il,5£±fa 
(1) ^©G^^^«*^v^fe^-^^^Sl©III^SSr^b$*«jfc 
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(2 9) ±|B (2 7) WM<DX* V~~ls?jj&&m'>X&btl5Z>MlfomK 

*5tt5±lE (1) mM<DG?i//<?W2£^^±7?-*y/<?M%&fc£it 

(30) ±|B ( 2 8 ) |B«0{b^* tcteZVi&Ztt LT E^ ; 
5 (3 1) ±fr (2 9) mm<Dfc&®$.1tteZ<0&ZttLXtj;Z>mm ; 

(32) *4g&#!J§s ft#$#i&> ftmgm, 

(1 3), (1 5), (2 0), (3 0) *fctt (3 1) IB^O^; 

(3 3) Biaid^^U-C, ±13 (1 9) , (2 8) £7tte (2 9) lE^Oft; 

w&mzkm&s miu&%$i&, 
(3 4) tpwfcm. ftfrm&m. emmm, mimm&. vm&x&&. 

15 fcft<D±fB (19) , (2 8) Sfcft (2 9) |B^O^«fc»-?:©S©^ffi 
(3 5) ^ ®iB^J#-^ : 1 VMt>&%lZ)T % J ^gBR E^J#^- 

: ix*mt>tsMT$/mmm*<Di*tcn2m&>± (#*l<&, i~3om 

20 £90£L<f£l~lOfiaSv £fe£#i;U<tt$rt® (l~5ffi) ) 

LfcT 5 / ttS^I. (DE^iJ#^ : 1 X*Wp i$M T % /mm*- 1 * 
fctt2«Lt (#*L<HU l~30j@m^, J:»J0*L<H:l~lOfflS«* 

Ki#*U<W:«*i (1~5<@) ) <dt%; mttttM vitr^y MMPL (DE^J# 

^: lX>i$tt>£ft2>T5.;Wtmm i <»l*tz)'±2mSk± (0*L<«:l~3Oi@m 
25 g> £0#*L<W:l~lOfcWe. $feKl#*L<tt:M (l~5fl) ) <DT$ 

(3 6) ±12 (i) mt<nG*y'<*&mmi'-*7?-f^9%;'b\s<\* 
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(37) y^K«s, mtf, tv*c*?v*s^^ tfy<i/y s yj^tr/^ K 
5 ^-t^^r K, 7°y>\ ^y^vy^y, a-^h^y* pacap (#k p 

ACAP2 7, PACAP 3 8) , ±# ^/Vyj=f>\ #;Vfh=:>\ T 

Ki/yy??aljy % yvf^^fy, ghrh, crf, acth, grp. p 
th, vip (^yr^r>f^ ^yf^f>ft^ tfy^^K) > y-^h* 

K*-^5 f> *^y>\ ro^ /7^=^ CGRP (tf/Wh 

•fvxplfvl/Vl/^ bi3V5j?^y, Ty'/^^s 7KW-!)y, ^yM^ 
^r^y— (#k IL-8, GRO«, GRO j3 > GRO y > NAP-2, ENA- 
78, GCP-2, PF4\ IP-10. Mig, PBSF/SDF-l^^CXC^^-f 5 y 

— ; MCAF/MCP-1, MCP-2 % MCP-3 % MCP-4, eotaxin, RANTES % MIP-la, MIP-10, 
15 HCC-1, MIP-3a/LAR(\ MIP-3 0/ELC, 1-309, TARC, MIPF-1, MIPF-2/eotaxin-2 
% MDC, DC-CK1/PARC, SLCfr^OC Ctr^XJ V^"?? 7 % 9 — ; lymphotactin 
& ifOC^yj W lsf-7?T ^ y ~ ; fractalkine&if£>CX 3 C^tf'f ^ 

TRH, '*>9UTT4 vftfV^fi-i b\ #9-1/, 

20 r^'^^ift (lp a) *fc«^7^ v^y-i-y v»-e*>*±ia (3 6) fat 

(3 8) (i) ±JE (1) fB^G^^^M^M^^-^^^ffti 
b<»*©:!fr*fcttJWB (3) ^m<DU^<^h-hL<M(Dmt. 

(ii) J:|B (1) BtOG^^^ftfeSll^^- 

25 ^y^«tU<«*©**fctt±» (3) |B|fe©ft&^:^KkU< 

t-rz±te (17) E«^^^y--v^fe % 

(3 9) (i) «tbfcy^K*r±B (l) ©K©G^w^JS*«a^-fe 
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(3) ®«©|»^^Kt>b<ri J t©iftK:«ltt**fc«^^^5, SBLfc 
U^K©±IB (1) StOG^ y/^f Ut^-^ ^^It t< 14 
5 *©4ft*fcr*Jb?B (3) |B^©SP^7 p ^KfeL<ri j e©^*H'5^1:SrS!I 
£U H3|W5ifc*W«fc*r5y^Kfc±SB (1) WMHDG* 

(4 0) (i) tsautytf^Kfc-LfB (i) *m*>o*'y'*91&&&v* 

10 ^-#^^KSr^*r5«BI&lcj«lfcS*fc»^i, (ii) ««Lfc9^K 

(4 1) (i) MUy^KUIE (1) fB&<OG* 
y^-^^^S^^i-S^Jia^l^iii^^^M^^c^^. (ii) 
y^fvK*5itm*ft:^*Sr±C (1) W**>G*i"<*1t£&mi'*'7*-* 

(42) (i) ««Lfcy^vK^±ia (s) Ef^S8B&#£*g3H-s- 
y^^K^^G^^^M^^^^^-^^^W^i"^^*^®)^^ 
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(43) a) ±ib (i) mm<DG9^s*?m&®mis±'79-9^/<?m$. 

5 ~9>/<9Ki&tt*imteWAtt1tm&bs (ii) JbflB (1) |B^£>G* 
fWb£4fe«r±flB (1) ^©G^>'^K*MV'-fe^ ta -^ r >'^lt«r&*r 
^LfcttJ&ffllHSttfcaifcU - Sr#mt 1-5 V #^ Ki -HE ( 1 ) 

(4 4) _b|B (1) CftOG^W^K^tftai^fe^-^^^R^fcWt* 
©iteJ»ft;?-*fl5£fc&-HB (8) |B«©»mEi^*«*i-«-^K:J:oT 

15 mzttm&t. ±m (1) Et«G^ y^^i^wt^-!? t ^ 

fcJi^^ttSr^lWS^^fc^itnK^^SrilB (8) 1SM<DJ&Rfimfc 

20 £_LIB (1) ^<DG9V/<?WmLW.ys±79-9>'*?%1Ztt*<»&k<D 
(4 5) ±IB (1) |B^©G^^^©*^SIVfe^-^^^SC^ , l4'fli 

>\ tPh^ ^7>=y, =a-a^fKY, *-fcT:*vf h\ 

25 t^b^ PACAP (0!U P AC AP 2 7 „ P 

AC AP 3 8) , ttV^S. yiVUdtls, ^f-y, TKW^^aJ ^ 
, y^hX?^, GHRH> CRF, ACTH, GRP, PTH, VIP 

>\ ^yy, TOy, 7*7^=^ CGRP W;VVI>=^!JW 
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- ($k IL-8, GROo, GRO^ GROy, NAP-2, ENA-78, GCP-2, PF4 N 
IP-10, Mig, PBSF/SDF-lft if^CXC^tf-f yf^T ^ D - ; MCAF/MCP-1, 
5 MCP-2, MCP-3> MCP-4, eotaxiiu RANTES, MIP-la, MIP-10, HCC-1, MIP-3a 
/LARC > MIP-3j3/ELC, 1-309, TARC, MIPF-1. MIPF-2/eotaxin-2 N MDC S DC- 
CK1/PARC, SUCtiifOCC^^J^y^yr $ y— I lymphotactinft^C^;* 
7 5 P ' — ; fractalkineft OCX3C^^*-f ^7 T 5 U -^) > 

i^Ktyy, zczsTnirxYyv* t**^ ^-pt 1 ^ trh. 

10 /^l/TT^y^^y^WK, = y^77f^t (LPA 
) ^fcFi^^^y^v'yi-y ^T?feS±|B (4 3) • (44) IB^* 

(4 6) JbIB (3 8) ~ (4 5) fBfo©*^ V —~l/irj3&K*hM 6 V # 

yKi±IB (l) Wk<oG*is*9%m&^7 ftett**^ 

(4 7) ±IB (3 8) ~ (4 5) !BfW>** !J -~^#SrC&e>*b5 5 y # 

vYb±M (i) f^©G^y^7f*«®yt^^-^y^I*fc^^ 

(4 8) ±|B (1) flBtt^G^V^^ft^fiai^-fe^-^^^S^^ 
20 (1 8) sBH£©*^ !> -sJ^JS** h 

(4 9) ±SB (1) fB^^G^y/^^^SMV-fe^-^^^®^^ 
25 ( 5 0 ) ±IS ( 8 ) ^07maM*feJft!M-S - * o tW»C 

mt-rs-tfa (is) Bit©**!*-^^**' k 

(5 1) ±1B (4 8) ~ (5 0) |B^O^^y--^ffl^y h£JBWC#k 

ftps, y#yK£±iB (i) latt^G^v^ir^ttsivfe^-^^^s 
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(5 2) ±13 (4 8) ~ (5 0) ©R©^^y-=^ffl^y hS:fflVNT#b 
tip 5, y^VKfc±IB (1) |H«©G^y^^ft*«S^-fe^-^^^K 

5 ti-SBH, 

(5 3) ±IB (10) WmwtMtts ±IB (1) fa^G^^St**^ 
-fey*-*W-^R*>L<f4_bfB (3) |B^<D|f|5^-7*^K^fc«:^^t^ 
&W«i:i-5±fB (1) <r>G9**9%&my J *'79~9 y y*9 

10 (5 4) ±IB (l o) WML<D&ftb. mm#ZTMWbisti1t±& (1) 12 
t©G^y/^f*tl^^-^^S^^<^ (3) 

(1) |BiS©G^^^R*^M^7 P ^-^^^W 1 bb<^-tiB (3) Gtt 

15 (1) |B«©G^^^®*^M^7 s ^-^^^!K 1 fcl-<^-btB (3) 12^ 

(5 5) tfc|^£fcfc±fc*»HbUfc±e do) fBg&©ft#*5«fcimffMb£ 
*Wt_tfB (10) ^<D^i:^i^^fc?>VNW:^WK:aS$*Tc:<D*), 

fifrjioa^omtt^w^a^fcSr^ferstt^+^-tiE d) Bit© 

0 1 «s TGR31©#J7M4:/p >y Mg-Cfc£„ 
25 0 2t4, TGR31©t b*H»|c:j8rt a 

Sr^fei" 5 reft ©*&©J£fi 
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7^K ^% fvvfc^) 

(flf8?t«r, ^yrniR «3» #ft»> * 

5 iJ-^^AjM. y^/w^^M, $t&Ml&» ±&M&, $$£3? 

^ m§£«k &ihm&> #«u ##initu tt#*utu jumha* raifc 

s mm, *m, mm, mmm, mm, mm, mm, mm, us 
) . &u, n, mm, mm, m, &m, ?m m<o o, iwu b>j 
«wu *fc mm m, ±m, /m&) > jms\ «u mu imu w 
15 rm, smpu itrfflR. m%, *pHs jml sans, 
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01~100f&, &£L<ri$}0.5~2Of^ J:»9£P£L< «$J0.5~2 

T$/wtmm*<Di*izte2mu± (#£L<ra:. i~3oirag, «to^L< 

tti~iofi9a&> *6»R:&*b<ri*fi (l~5l@) ) ©TSy&flWfebfcT 

(i~5-(@) ) ©7^; m&ttto hitr 5 / gsak ®ib^J#-^ : 1 -c&*> £ *t 

5T5yilBBm , m*fcH:2fleU: (0£L<tt, l~30{«g, ,J:9&*U 
<ril~l(M®SS, Sfefc#*L<tt»ffi <l~5ffi) ) ©7^iW7? 

«|^ot, ;fc«B#N*«& (T5/*S» , **S#C*» (*7V#^^*jjS) 
(-C00H) , (-C00") x CT^ K (-C0NIQ ^fcte^X 

/v (-coor) ©vvf*iT?*>o , r i t>J:v*. 

7VWCi3tt5RfcL-C«\ 00*.**, ;*3vk n-^otf/V 
£©C M4 T?A' ! ¥A'£a>«fl», %Uft^* 1 rA'b LTffU§£ft5 \£*n4fi>tt 
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**sV-Y) *r#LTV^#£\ %J\>i£**/A'm&T% Kft&fctt^*7VWb£ 

iH<DTK/&<Dmm±<om®& (0Rtf> -oh, -sh, t^/s, j 
is t>£iizT$/mmmtrS^z^79-9y'<9mte£&m^tiz> 0 

25 flS^m^ GK*tt (Hydrophilic) MO XbZ>bft$r£ftttU£&$t!'<'7 ! ? 
K-e&5o *fc % ttzktt (Hydrophobic) ^Sr-^^tf^^ K.t>P«IR:ffi 
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/■HEW 

0*b<tt, L<ttSMB (l~5fi) ) ©T^y«^ 

©±127 5 / WSffl 1 * fed: 2 flELk (0* b < tt. 1 ~20j@S^, 
10 J:9#*L<ttl~10«Mk $bm»*U<W:M (l~5fi) ) OT5/t 

tttowtofr^rvnclltMtXs HA^^A^t (-cooh) , 

15 ^Vl/- h (-COO") , 75 K (— CONHj) * fettle* ^yV (-C00R) ©Wfft 
20 V>bft5 0 

«fW«fcas#* £0*fc*i LTHU 09*.tf* (fcl&tfs V 
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tra-vik 7^>h& twv«> a^a* ie^it yv=fft # 

6 ^^v^A^yK, k©ttft!f#mv^fe*i 

So 

NASr^#r*^«saftfr«r««1-S - fc * - fc So * 

7 -f - WW****** - * 5 HWWW* - fc So 

15 So *©«£ 5 *«Mt fc LTtt, Mx.^ ^#JBs KP ^« 

/WT/V=3 ^_ /vW | x 4-^f/V"<yXt K9^T5V»0, PAMWJB* 4-fc Kn 

4- (2', 4'-^* hWssy^tKo**/^^) 4- ( 

20 ?,4'-Wf ^5^7 ^-/V-FmocT S 7 7x/ * *XM8fc if £^*f S 
£ £: t So - <z> £ 5 fctff Jgfrffl v\ a-T5/Ii: {WgKtt&g-Srili fcfi^l 
LfcT 5: 7 5 1$ fc1"S * y/^^KSfcrt^^ K©T 5 /Wmm 9 fc* 

? M^ittt^f- K<H0 9 tttf" fc KNP fc£*#S£fclfc* U $ fcif 

* KISfcb-CH:, DCC, N^-^y^W^^^ K, N-^^-N' - 



3/21/05, EAST Version: 2.0.1.4 



WO 02/057309 PCT/JP02/00271 

18 

5^bfc»9*5fld»WH«»n»l (09*.rf* HOBt, HooBt) tk*>KVMT$s . 

N.N-v^^sM^T^ K, N.N-S^A'TirbTS K, N-^Wc)) K 
10 . h y 7/u*v*9/ — A>te£©TA'3— S^fvWW**^ K&£©* 

t* h ~ > y /v, ^ * f y ^ ^ y W** W* 31 ^ v 

t «t o +#teffi&*ftte ?z.t&-?%Zo &}&*m*)Mi>xi> -Htttm&tm h 
mt<oT$sm<D&m&kvxii. m±#. z, b oc , *-v^y-' o^/v* 

#/U4fcs;K ci-Z x Br-Z, 7yvyf/^^^*/^-/K MJ7;vtn7t 

tfA-tf^v^vgtes T^;|/xXf/Mb (fllfctf. ;*<tvK ^3vK 

yntf/K !7*?vK *— V^y— S^P^fvK V 
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fls, h V ?Wfc YyV Kfcfc ^ici oT^i"6 £ 5. 

10 t-^/Vgfc 

^n^V©7a:y-/l^WS©fi«iKfcU-CHc, W*Jf, Bzl % Cl 2 -Bzl % 2 

-^hn^/S^K Br-Z, y-t/^/VftWJBv^ftSo 

t^f^^^-Wftiiatti, To S> 4-* h*is- 

2,3,6- h y ^/V^y-tfy^VJft— ;K DNP, ^y^/V^^^vK Bunu Boc 
15 s Trt, Fmoc^i?d5^v^tl/5o 

2,4,5- MJ^aB7i;-/K 2,4-^hn7x/-;K */TJ*+fi'Tfi'* 
— A\ ^7=bo7x/-/K HONB, N-fc KwfrV**'^ h\ N-fc Kn^> 
20 79A"(% b\ HOBt) fc©:n*7Vl/) fc2?#/BV»$>*l5 0 m&<DT $ / 

it^fitcho t urr±, w±ft* ttfol-z y y&r s: k#jbv^ fetus. 
,kS3S5c*^^v>t>tt5o naifeiia§«^t±, -^^-20^-40 

> ttT—)/~;V s t??uyr-/K >^7^V*A-/K V*°f-A'W74 h\ 
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^^t?<6^$* ; 5o 8^^©BMBfcov*Tri±CfcEI8-e*>5o 0 

20 K^#5r.<t^-e^5o 

9lsWR<DM7-A&t:ftZK.tiis Mx.fi, % fl****sj&kT 5 /fife© a - 

25 *3&W©* ©©gfl^T^ K*fctt*o*»3u &*n©^7^ K©£7$8s 

£vX$8&1r5Z t&X% Z> 0 <<-7W<D&!&&:kVXtts Mx.fi, Bffi^ife 
, M£j£fe©^i**U-<fcoT 1 bkv\ *T/j:*>*>, #»9§©*:"<*ft«:fl*JifcU 
#*»^^ K% U< r±r 5: /»i«5feSP^t ****** 4rt*«HMH6«: 
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m"$*zm&nim&*i&Mtz> nt^x^n wo^/f F*$m~rz - 1 ^x*# 

®M. Bodanszky *5«fctf M.A. Ondetti, <<~f*$- K V^V* (Peptide 
5 Synthesis), Interscience Publishers, New York (1966^p) 

©Schroederjo<J;tRuebke > If ^v/^FCThe Peptide), Academic Press, New 
York (1965^) 

©^Mfi^ife, ^fM©Sii:m %WM) (1975^) 

®^mm &£nmB.®t¥. mt^nwimm u see^^^iv, 205, 

10 (1977¥) 

UTc*^OV"fe^^-^^^WSr=»- K-t-5J£ggB?y (DNA£fcf*RNA 

, mRNA^RNAtife^ Z^R"C*>->r^ -*ItfcotUV\ 

r^iDNA, Z^fcfmNASfcttDNA : RNA©/^^!J 5/ K 
T?t>£V\, -fe^^m (?-fcfr*N 3-K#0 "CfcoT^s 

^-fe^g* (-T^*>, *=»-K«0 "CfcoTfc^o 

OHUfcE^flJ rffPCRir^OjSffij 15(7), 1997^©^£fcf±**U£*P 
Ctc^m, #lx.fcE, TaqMan PCR& £ 9, *38M©Vt^-^^^ 
f©mR NA%Slrt-5 - i ^-C# 5„ 
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•ii^cDNA7^^7!l- ^fiBDNA^VvftvCfciVN, 

5*5 K^ifV>TtLT-fcoT%iV\ ±fELfc$BJ& 9 total RNA 

5 ^fctimRNApJ^^rfSilLfct^SrffiV^Till^Reverse Transcriptase 

Polymerase Chain Reaction (fiTK RT-PCR&^B&ffcl-S) &iXn$&?Z> £ 

5J£g@E^J£3&70%£Lfcu #*L<tt»80%#±, *!J#*.b<tt*&90%£U:* 

20 ^ei^^ra-^— • 9 xx — (Molecular Cloning) 2nd (J. Sambrook et 

al. , Cold Spring Harbor Lab. Press, 1989) fc|B^cD;frfefr ^tC$oTfif& 5 

25 tt/v* ^ h y ^ h It, ^ h y ? A*£j&S*&19~40 m 

M, £f£L<B$)19~20 mMf. mg»50~70 c C % L < tt*&60~6B'C© 
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-^y/^f Ira- Kt^DNAi: Utfi, 1E#I## : 2 T?^fr$*i5&glE3?U 
5 ©^§W©»^^KSr ::,w K , t*DNAS:fi^i-S«^'er±*<, RNAS: 

A i: W ^ y y-f X-T 5 r £ % «R N AO^jfcSfcttWtB&BL***-* - £ 
fc5V^«G^^^^!g*^M^•t:^-^5 r >'^W5iRNA^© 

y^_^ y/ >?^gii^ RN A^#m^^-f^y^x-r6wt^-et5^y^ 
^rt 0 y;v-^ • y t e -hs s'jbjhbww^ ^y^ 

« k LTWl L 5 * G9V*9 \s*"?9—9 9 Kft^f ©*n 

25 Wfc5$#t>^kUT3^RL53o 

, ip^> ^^k^^ , y^x-t-5rk^-e§:s^y^^V'^Kkoii^ 
2-T^iy-D-y^-^?r^u-cv^#y7 f ^^^^^h\ d 
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ft. Z*iDNA, -*iDNA, 2*iRNA, -*|RNA, ^bfCDNA 
: RNAM ^ y 5/ K-CfeS E t &X*Z s £ b\m\m*° V**? K 

:/Mfc^ Tjry&fs yyU^ (psoralen) &£f) £#0%^ * 

25 fc7"y ^ii^^y &5v^a*©fi&©&££&^tPt>©xfcoT£v\, 
*f P|©7yf ty^ • Jif y 5? vtf k ($&) tt> rna, dna, &s 
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V^^Sftfc&m (RNA> DNA) T?fc5. ^^ttfc^m^WJt b-C 

roi? t£<mi6t&%®ftm~e%& < & feJVT *5 »K #!;tr£ J. Kawakami et 
10 al., Pharm Tech Japan, Vol. 8, pp.247, 1992; Vol. 8, pp.395, 1992; S. T. 
Crooke et al. ed. , Antisense Research and Applications, CRC Press, 1993 

mEltSttfe^P-Yy^©*^ x^y^^^f> RNa s e&W^W 
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CcDNA, ±|BbfcjNBJia-*aigjl**^cDNA7-r^7y^ ^DNA©V^ 
10 Jja-3^i?>mRNAm^^Lfct)©*fflV^iim-PCRfeK:J:oTli*S 

DNA, tfctt (2) mm^: 2-C^$tt5DNAt^^ byv^^h 
5 * a - K-T 5 D N AOflJaaaBBWSr 5 ^ S DNAft W/B V> bift, 

So 

SB?IJ#-^ : 2--C**>3lt<5DNAk/N>r* b P ^si'h^tM/!) 9 
20 ^XfSDNAitt^ flRtfx gB9»J#-§- : Z^&friShZm&WmkfflW/o 

95%^±O^NttSr^1-6^lB^J^^r-r5DNA^if^fflV>b^5c 

25 y^tiU-CIt ^K^^Ktr^-KI-SDNAJDi^SE^J©^^ 

fcttit S fc^* * -lafc^a A/fcD N A Sr*»M© ? W<D-& 

fc*V^tt^«*3-K1-5DNAllf>tt>U<ri^DNASrfliVN-CII«Ufc l t> 

o i: <D/N^ y y *v i?~> a y j: oT3iS'Ji-^ - 1 5. ^ :/ y ^ * 
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-^gy^tt, #!lx.fcfs ^1^3.7— * ^P— (Molecular Cloning 

) 2nd (J. Sambrook et al. , Cold Spring Harbor Lab. Press, 1989) (CfS^tf) 

5 DNA<D&SIfl?IJ<Z)§&f^ PCR^©^yh, 0Uxtf, Mutan™- super 
Express Km (^Mit OHO ) ^ Mutan™-K (SB5& OHO ) ^fciBWC, 0DA- 
LA PCRjfe, gapped duplexgr, Kunkel^^^KO^fcSVNft-t^ej^lP^S 

SrWU *fc3'5|dfiMII!lK:WtaW!»-±3 KViUtOTAA, TGA$7t«:TA 
^DNA7^^-Srfflv^#Dt5 r. £ t>T»* So 

±Zf?~- K1-5DNASr^tf % -f8Jx.fi c DNA#*£> II 5 
DNAErtfSrijO^fflU (n) toNAtfttf£3iitft3&^**-4 , ^ ,3;E - w - 

^^-fcLTtt, K ($)> pCR4, pCR2. U pBR322, 

20 pBR325> pUC12 x pUC13) , fi[ffft*©^X$ K (flk pUBHO, P TP5 % pC194 
) , Wmm&79X$ K Ms pSH19 % pSH15) „ 177^if©^f!Jt7 

4;VXi3:}£<D^ pAl-11. pXTl, pRc/CMV. pRc/RSV, pcDNAI/Neoft £f#JBV^*U 
5. 

UT3i-g]?fe7 p a ; e-^--efe^Flv^j;5t©T* i b<J;v\ $lx.f^ Sb&*Hfl&£# 

it LTffiV^#^«:> SRa/n^- S V4 07n^-, LTR/ 
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1&^*">*y tTJRIiT?ife5»^ri, trp:/n^-*-, lac^n^- 
recA^n*- ylP^n*-*-, lpp^O^r- jr-KlUK «^ 
/^/v^JHS-T?***^^ SPOi:/***-*^ SP027 B n ; e-**-% penPT 9 ^ 

5 x GAP/p^- ADH^O*-^-ft»ttV\ 

*>S#£»\ #y^K!J>^n*-*-, pi o:/n LV\ 

^yA#AB^^/W SV4 0«JW-y^ (OT, s 

fc^? [^yhm-h (mtx) mm . tvwj^m 

x Neo'i»fS^SI&^*S*>«. G418IW0 <?^»f b*b5. #1-. CHO (dhfr 

/^W©NffifcWctt*n^5o «ijSi^!Jt7llf-e*5i^li, PhoA • > 
^/VE^IJ, OmpA • v'^/l^ga^Jjfeif^. ^aV^/l^M^'Cfe^'nf^ a 

20 -CfcS^tt, MFa • *S?i-/Vmms SUC2 • S^-JVHBfllfc^ 1g±35Stt*«Bil& 

ai y t TJSgtf^fttf!) i ttti, (Escherichia coli 

) K12 • DH1 (/PV^y^X • ^ • If • •J-Va-JW • T*f5- 
>f xy W X • • f • (Proc. Natl. Acad. Sci. USA) , 60^ 
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, 160 (1968)3 , JM103 i%9-i^v9 •Tv'j'X' if — (Nucleic Acids 
Research) , 9#, 309 (1981)) , JA221 A 
4*X*&~ (Journal of Molecular Biology) ) , 120^, 517 (1978)) , HB101 
[5?^—^.^/. ^ei/3roL7-"V*Pv?-, 41#, 459 (1969)3 , C600 
5 Ci?*^-fjr^^ (Genetics) , 39#, 440 (1954)3 , DH5a (Inoue, H., 
Nojima, E and Okayama, H., Gene, 96, 23-28 (1990)) , DH10B [/p^ 
V^X • Orrf • f • ^a-Tvv • TUf^— • • iNf^^WX • ^ • If 
. a— m;c- (Proc. Natl. Acad. Sci. USA) , 87^, 4645 - 4649 (1990)3 

10 ^^MMt fllfctf* Af-frX • (Bacillus subtilis 

) MI114 24#, 255 (1983)) , 207-21 ^ • ^ • 

5; ^ h y — (Journal of Biochemistry) , 95^, 87 (1984)3 ft £#J8V* 6*1,5 

o 

^fttLTfi, #I&f£. f-y^/nW-fe^. tUfv^i (Saccharomyces 
15 cerevisiae) AH22, AH22R, NA87-11A, DKD-5D, 20B-12. a 

(Schizosaccharomyces pombe) NCYC1913, NCYC2036, fcf ^7 h 
* (Pichia pastoris) ft^ffiV»6*L5 0 

B&jjfBJ&t LT^:, 0S*.«L ^-r^^AcNPV^m-a-f*, a b 
*5kfbJliBli& (Spodoptera frugiperda cell ; SfftMS) > Trichoplusia ni^HS 
20 3fctf>MGl$BR Trichoplusia nitf)0F&£<DHigh Five™ #M&> Mamestra 

brassicaeft*©^Jia*fc«Estigmena acreafofcOflM&ft £&Mfbfr&. 94 
/W*tf5BmNPVtf>#a-tt\ ^toWfcttMM (Bombyx mori N ; BnN^BIS) ft£# 
JBl^fcfrS. ttSfffllfifcLTBu Sf93ttUfi (ATCC CRL1711) , Sf2lftM& 

(£t±, Vaughn, J. L. 4 V • # (In Vivo) , 13, 213-217 (1977)) ft 
25 2j&UflV^*l<5. 

(Nature) , 315^, 592 (1985)) . 

ShVsmi&b LTHU fllfctf, ^jSBiaC0S-7, Vero % *-*>f X/v£>**- 
«cho (sm CHOJWftfclWB) > dMrilfc^&ft^W=--X/^x* 
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-HJ^CHO CHO (dhfr") Mti&kmm) , ^!>*L», 

AtT-20, 75/fGH3, fc h F L&fflj&ft^ffiV^ifrS 

o 

5 • t^a t/v • 7*7*^ • • Wxy^/f X • • f • a-x^i- ( 
Proc. Natl. Acad. Sci. USA) , 69#, 2110 (1972)^^—^ (Gene) , 17#, 
107 (1982) ^-IBifc^&^o TfTft 9 - t # 5 0 

/V « ^f'fS'^ (Molecular & General Genetics) , 168^, 111 (1979) 

Methods in Enzymology) , 194^, 182-187 (1991) N "fxx */—W>fX • 
' If • ^^a^ • 7*f^ • Jr~f - 1M X • • If • ^-—^1^.31 
- (Proc. Natl. Acad. Sci. USA) , 75#, 1929 (1978) ft ^KUB^^fe^ 
15 oTfT^5-^^-etS 0 

Bio/Technology) , 6, 47-55 (1988)) ft ZKftMfOjS&K'&^Xfs ft 0 - £ ^"C 
20 h=»— /W. 263-267 (1995) (^?B*i:3§?T) > ^po^- (Virology) , 52^ 

, 456 (msjjcfB^^m^oTfT^prt^-ets. 

, fc|;ttf* ?;v*-x^ f^hy^ ^ftg&R. fa«fft^ «»*LT 
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5 /H£r£trtl9*gifi [5 9— (Miller) , ^-t/W-^'^^^M^ * 
/fy • J E-U^a7-' S^jfrr-f j/^^ (Journal of Experiments in 
Molecular Genetics) , 431-433, Cold Spring Harbor Laboratory, New York 
1972] tfS0£LV\, - -t-i&^i 9 :/u^-^-£$)^i < fiftj&HirSfc&K:, 

io i&^^i/* y t r irar©»3\ •««ttji»#&i5~43 , c-ei& 3 ^mmn^ 

Ite^^^M©*^ ^fiii^30~40 t C-C^6~24^K : fT^VN x 

sic i d mfs. j &mt:in*.zz. t t»T»* So 

15 (Burkholder) */h*» (Bostian, K. L. r/n^V^- 

^ . if . ^ • 7*7^; - • • iH^^W X . • if • a.-^ 
(Proc. Natl. Acad. Sci. USA) , 77#, 4505 (1980) J ^0.5%# if 5/ 
S Di£ifi (Bitter, G. A. T^n V-S^^X • ^ • • *^ 

20 Proc. Natl. Acad. Sci. USA) , 81^, 5330 (1984) j j&HjfetffeftS. igifc©P 
H»ft 5 ~ 8 -K:fHM-3-©#0* U>o ^ttii^20 < C~35 < CT^24~72I^P^ 
fr£v\ &g}a&CTiI^^#£;&n;i5o 

Grace's Insect Medium (Grace, T.C.C., ^^-Y— (Nature) ,195, 788 

25 (1962)) K^mthtzio%^^M.m^<Dmm^^^tc^<Dti:^m^h^ 

~20%©J9&E4=Jfctffc^ifMEM*&:l& (iM^"* (Science) , 122#. 501 
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(1952)] , DMEMJgifi (^DO^ (Virology) , 8#, 396 (1959)) , R 
PM I 1640J#*iiJ • • if • Tt< V ' * 7 J • T V is* 

»i/gy (The Journal of the American Medical Association) 199^, 519 
(1967)) , 199i#i& \?xx*s—W9 y^x-y-J • 7*- • if • 

5 /^tn^/V * /-"Tj^y (Proceeding of the Society for the Biological 
Medicine) , 73^, 1 (1950)) KZftm^bflZ. p Hfi^J 6 ~ 8 T*fc5(D^ 
jg#ttSa«t;~40t;Tifcl5~60l#|^fTftV\ &^KJES CTil^ 
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^>-h£8;-£LTfcJ:V\ ^«ii^2~6 5i^llH-fo % fh2~10lHl^ 
^yb, ?yK ts>^, ir=¥tfSif£tf£>ft3#> v^i^yh^ 
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4^<Djj& 1*4^- (Nature) v 256^, 495H (1975#) 3 i^l^JTrS 

zb&-e%%o Wt&mMkVXte. mZ-tt. JKlJxf^ya^ (PEG 
10 ) ^irvy^^/vxfc^tfs^f fcftstfs, 0*L<tiPEG^v>e)tv5o 

#®Jffi*ffljlS£LTtt\ fljxitf. NS-1, P3UU SP2/0& £>;fc,5#\ P3U1 

i©£f£LV^J#fMil : 1~20: IMM^M , PEG (£f£L<l*, PEG1000 
-PEG6000) ^10~80%@^^>^t?^P^^ tim^A&C* 0£L<f*&)3O~ 

15 3rc^ i ~io#i^ v*^- M-« r t 9 < ^usB-s^ife-et 

So 



3/21/05, EAST Version: 2.0.1.4 



WO 02/057309 PCT/JP02/00271 

35 

. M*.tts 1-20%, &^L<m0~20%O4 i S&^iL?t^tfRPMI 1640i# 

zfv h--~?mmmmikftmi& (sm-wl b&w& oho ) %}?&%^zzb& 

(b) ^/i^froHfiR 

8u ra&tt& -y^^sm* (fti, deae) KU:S!ftK*& HBtiMfe^ y 

15 [# J/ * o — *-A*t#©f3H 

SJtrvN^x^l^L^ 1~20> 0*b<l^l~5O#J^-e^^$^rS 
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im<o#!m% t mmnftm?* ? y i/<D#imm&M<z xnt* o^t &x*z 

15 , (l) ^K©G^^A?^5t*«Siu*^-^y/^«K:«i-sy^fvK ( 
T=r~*H <oi&^ (2) &&w<DG*ys<?m&®^-t'7*-'?>'' < ?^ 

&z>4k-&®<Dx? y (5) *.&mo>v±-79*-fi>s<?m?iitte 

/SfcttftSKW. (6) ^M^G^^^K*!®^^-^^^*^ 
1-s y ^ K©3fe*5fe, (7) #3S8J!©G*V/^®^MWr:/*-*V/^ 

) y-~;x^Sk N (8) *%|©G^^I*M^^-;?^ 

25 y^Ki:©»'&tt3r3Bft:**5{b^» (T=*=* K Tl/9*-X h) 

Ztttt&mMlH<D^&£Tt/$.ftfttiiimL (9) ^l&i^wirT 9 *-* 
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/^ftnf^mk (12) *&m<D\<^'7*-*vs<?nb l< 

(1) ^^oG^^/^s^^^^-^v^^K^-rsy^vF ( 

n-rvsyfK 3W/7Ksy, ifjV9%^, tn^v, ^7h-y, 
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ACAP (flk PACAP2 7, PACAP3 8) , 

jj/wyh-y. TKW^^U^ y-7M^fy, ghrh, crf, ac 

TH % GRP. PTH, VIP (^yTfT-fZf ^yT^T^i"^ TV? 

5 cgrp &;v*sh~y'?-yy v-tjv k^t^k) 

^ T=fj*/^^ TKWt'JV, ^/fy^Wr^U- (#L IL-8, GR 
Oa, GRO^ GROy. NAP-2, ENA-78, GCP-2 % PF4, IP-10, Mig. 
PBSF/SDF-UfcifOCXC^^^V^y7T^y-;MCAF/MCP-l, MCP-2, MCP-3 
10 , MCP-4, eotaxin, RANTES, MIP-1 a , MIP-1 3 , HCC-1* MIP-3 0/LARC, MIP-3 0 
/ELC. 1-309, TARC, MIPF-1, MIPF-^/eotaxin^ MDC\ DC-CK1/PARC, SLC&£© 
CC^MyWrO-; lymphotactinfc^C 5 U 

15 y^^y^WK #7-^ r/*^7Tf*^ (LP A) % *7^=* 

\,^Z.kK£iX, ifm\<0^79-9y^9%\zM^^Mm^^ 
25 T^KS'WWU 7t^3!)ym »I^Ca 2+ », »|*|cAMP£ 
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r k *%mt 1-5. 

mc&®v>w& l-< Kt> t< «*©£ 
io ^©^m-sytf^K©*^^ 

*frtrr *n*w^MWH-* T«iU:fc»» ufc us - * 

fc8Htt£*fc»a'K:*3rt*, i/*7*~*w<*Jt*^*»««WStt (09*. 
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W 5 £ £ J: 0 fx* 5 - £ B to fci" S 9 y^tmUftZ = - Ki" 

15 . ftDNAi^ it, cDNAMV^W*. *f U%rWC««*M 

M toNA*******^*******^* 
tcmi'*#&f*WH*'<A'X (nuclear polyhedrosis virus ; NPV) <Z)#y^ 

0 «*tf, £S* CNambi, P. fe % if ' ' ' 

25 *f!>- CJ. Biol. Chem.) , 267#, 19555~19559JC, 1992^) 
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10 ^*^^lS^-i«rV>9o *Wia©fll»^fefc UTtt. Potter-ElvehjemS!*^ 
KinematicaftM) fc««flk 7 Uy<f"7V>Xt£ Wtom U 

15 vxm^tiZo mz.&> mm&#m*&& (500-3000 r P m) -eimm 

(Mfts ffil&~10£) JfrfrU ±ff& £P>l-if55g- (15000-30000 rpra) 

«©*Hu i»^/ct)io 3 ~io 8 ^-efe5^0*L<, io 6 ~io 7 #^-efc3© 
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i". 

V~f\syW, Hr^sYW* PACAP (#k PACAP2 7, PACAP3 
8) , tjruf-Z'* if;v^J^, Xfri/Y-V, 7KW^^])^ y^h* 
GHRH-, CRF, ACTH. GRP. PTH, VIP WT*?* 

10 x M5y , r?yy> cgrp (^h=^ 

— 5 — IL-8> GROa, GROfl, GROy, NAP-2, ENA-78, 
GCP-2, PF4, IP-10, Mig, PBSF/SDF-lft^OCXC^^^^T^y-; 
15 MCAF/MCP-U MCP-2, MCP-3, MCP-4, eotaxin, RANTES, MIP-lou MIP-lfis HCC- 
U MIP-3o/LARC, MP-3 0/ELC, 1-309, TARC, MIPF-1, MIPF-2/eotaxin-2, MDC 
N DC-CK1/PARC, SLCftWCC^jM ^7/5 U— ; lymphotactinfc W 
C^*-* r ^ y - ; fractalkineft C X 3 >r*1l4 Wzf? T 5 

20 s TRH, *<>'?UT¥-<(y9#V' < 7*'< K, #7=^ y/#^77f^ 

$ (lpa) > ^7^yrfvyi-!J^^»3^5. 

25 Hip B pS:Pt!»«o ^y77-tH pH4~10 (S*U< ttpH6~8) <OV 
•£«M8»£*5B«n\ CHAPS, Tween-80™ (^£-7h7^) s S*¥ b 
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£zy*yfi~*y#yv<Dmmz?>m-?™sv* uj*Ws e-64 
t,-e#*. o.oi~io ai^Mr^H*^ -M (sooo-sooooo c P m) © 

MM*** (nsb) ^*fe»fc*w©«m»i^^****^ 

Riswafto'c-BOTc, a*b<n»4«c~3rc-c, **)2o# 

«*U<tt»«^SlMWt*5. BOW*. 

B ) *bMJItt**ft (NSB) Mlvrfc**^ (B-NSB) #0 cpm£ 
K (r=*=*H fcLTjWW - * 
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i. ytf^Kfcj&flwa* 

Hanks' Balanced Salt Solution fc, 0.05%©^Vlt»T^ 

5X10m/X-eMKU 3fC, 5% C0 2 , 95% airt^BIWMIUfc*©. 

is OTWWMb** 

urea era , ra > ra , ft^twifefl:^ *fcr*»3 

20 7U\ DMSO, 

25 HOiftt *#fl*M*l ml^20«fc#Ut^ 490 p 
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fa&{b£^&0. 2N NaOH— 1 % SDS U 4 mlOttfrfl'*- I/-* - A 

tL-ctt, a*m *is&ft, awfc 

10 PACAP W. PACAP2 7, PACAP3 8) „ 

s tf/Vfb-V, ThV/^^py, y^h^^f^ GHRH, CRF> A 
CTH, GRPx PTH % VIP WT**?*-? J^XTji-* T^K 

y-r^^K #p^^k) > y^b**^> k-^^ *^y^ r^y 

>\ ^9 5**=^ cgrp U w-f^f y W H) v 

r f;^ 7Kl/t!)y, (W, IL-8, GRO 

a, GRO/3, GROv, NAP-2, ENA-78, GCP-2, PF4 S IP-10, Mig, PBSF/SDF- 
\t&}><OClLC>r*:*<<W~?77% y— ;MCAF/MCP-1* MCP-2, MCP-3, MCP-4, 
eotaxin, RANTES, MlP-la, MIP-1B, HCC-1, MP-3 a /LARC, MIP-30/ELC, I- 
20 309, TARC, MIPF-1, MIPF-2/eotaxin-2, MDC, DC-CK1/PARC, SLC*^OCC^* 
#W yf^77 5 y- ; lymphotactin^ WC^*>f ^7t5 y - ; 
ftaotalkineft^©CX3 4r**^^^7T§y-#) . »^K*P^ *^ 

#y~w>f k, yy*^77f^i (lp a) „ ^7^^=?>y 

25 i-y ^mft wffiv s £>ft5o 

(2) #389! og * v-fe 7°* — * H©1ifl&F£fc M5ti" 
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tc, »flaSr^«t-^RSi-S - £ fcir^oT, m<Dfrnz.&KZ> fir:/* 

0>Jx.tf. dj^'/y (T^ y^^/KDtaiHH4^23%) (CRANDALL K. A. , 
and HILLIS D.M. NATURE 387:667-668(1997)) . 5 -t Ka^bJJ^^V' 
•fe^- (WITZ P., AMLAIKY N. , PLASSAT J.-L., MAROTEAUX L. , BORRELLI E. , 

20 and HEN R. PR0C. NATL. ACAD. SCI. U.S.A. 87:8940-8944(1990)) , CC-f 
*:3l<<CyVf79— (Bonini, J. A. , Martin, S.K., Dralyuk,F., Roe,M.W., 
Philipson, L. H. and Steiner, D. F. "Cloning, expression, and chromosomal 
mapping of a novel human CC-chemokine receptor (CCR10) that displays 
high-affinity binding for MCP-1 and MCP-3" DNA Cell Biol. 16 (10), 1249- 

25 1256 (1997)) > KM*ttJ W^*?*- (CHEN Y. , MESTEK A. , LIU J., and 
YU L. BI0CHEM. J. 295:625-628(1993) : MINAMI M., T0YA T., KATA0 Y., 
MAEKAWA K., NAKAMURA S. , 0N0GI T., KANEK0 S. , and SAT0H M. FEBS LETT. 
329:291-295(1993) : LI S. , ZHU J., CHEN C. , CHEN Y.-W., DERIEL J.K., 
ASHBYB., and LIU-CHEN L.- Y. BI0CHEM. J. 295:629-633(1993)) \C7%J&. 
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m\ \<"<fr"£ftm&i>mto btiz&m ^mnmm v^-f*-* twehz 

o 

^itK«4^*, mmjm&Kz) . mit^nmm mm. +-» 
15 a^sKitto rwiMtrs - 

^ ruf* & 4: ® me**!* « * it \mmm & * ©aa«i ® p 
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-A") . ^^-^ttlfB^tt^J (#U ^y y/V-<w-j. 8 o™, HCO-50) ft^fc#J8 

20 ±mW'fMBm* Mz-tt. mm\ y ft* 
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kgtLX) ^*3V>Tf±s -B£<>£$J0. 1-100 mg, 0* L< tt#U. 0-50 mg, 

j:9ff*L<tt»i.o-20Bg-c*>5. «iPttK:a*-ra«*tt* *©iiaa* 

«j||o»T?Bai«fli*.tf, «Mf (eokgitr) rawer*, -Bfcot^ 

5 0-. 01-30 mgmgs #* U < ttttO. 1-20 mg@£x i 15 » £ t < fi*K>. 1-10 mg 

«Att4>«^ ftp HRttfc«*.tf. *** (eokgitx) fc* 

io wtrt, - a kio# j»o. i~ioo mg, u < o-so mg. J: «9 u < rs 

MM (60 kg tbt) CJSV^tt. -0fcofc*bO. 01-30 mg£g, 

U< tt»0. 1-20 mg@&, <fc 9 0£ L< JittO. 1-10 rnggg 

20 %m m*.*** **** 

-KtSDNAtfettmRNA©^ «W«ifc*t?t*© 
25 fc5o 

*«M©DNASrfflVN*JilB©»^#WrH:, ^fc^y-i^M^ 
y tfjt— y-^PCR-SSCP?fe (Genomics) , ^5#, 874—879 

H (1989¥) , 5?^X-*y-1f-^a^A"T*f f 5--*^- 
^ iyW X ♦ • clw-ji^x— (Proceedings of the National Academy 
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of Sciences of the United States of America) , 086%, 2766-2770K ( 

198950 ) teZKxvmm-zzk&'ezZo 

10 , ®m^/6^¥ilbfcJTOtU<H«, *fcfi (ii) ^«^^{^^tt5 

15 JMfc&teteKAT© J: ? m Utff ft 5 o 

(i) JE%3b5^tm&* 1 ffl'#K htfLSMfc (fll&iix 7^K ? 
iT-^ ty*>, fvvft^ J:9JMW<JiaiS*?y b 

20 % SbMM'** tt J /ay^ ft****- -3»IB»1U- 

25 tf, TaqMan PCRft fc^&fcfflV^ 1 1 fc J: «J ft*** - £ * 

fc<J;9 /If^oy b£fr 5 Dftlflrr* 5- 

(ii) ^||<D u-trT'*-* V/**Kt> t < K«r*W5# 
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PCT/JP02/00271 



ra«Ts J:9^L<«:l«M~6^t&) hV<\Z-fe$f®'& (3O#f~3 0 

#£L<ttif#FH&~20&, io»*u<r±i^ram~24^^) ^ 

(3O#&~30&, 0*L<ttl^#~20^ «tO^L<rill^F^ 
(ii) ^Sis^^^i^v^^S^i^^b-a^Sr^^^^^^-fr. 

-j&^j&a^ (i0&~7 0&, 0*u<}*i 0^-30^, «t!?^u<ri 

2 0&~3 0&) > ^K^W-^^^WO^-fe-^-^^^^fc 

fiSrtCa 2t &$t, «rtcAMP^ J»ftcGl0>£/£, / i/ h -fr V ^M*., 
%i<Dik&V!}X*&>oXb&\<\ 
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tobvx&m-r&m&s %m^mmoxmM-tz>zk&xzz> 0 ntt -tie 

k&XZZo 

Mftftft* 7^K T?** ty*A *'=i, W 

KiiOWri&S^ &P&#©*&£\ HRttK:, fllfctf, (60 kgbL 

15 T) tC*5V>rriv — Bfcot$)0.1~100 mg, 0*L< J*$U.0~50 mg, J: 90 

j&xttm%mz.tz, (60kgtbr) fc&^Tra, -0^0^0.01-30 

mggg, L < 1-20 mg^v £ *) b < f*$}0. 1-10 mgSS 

Xffibfa<DmWti:&m*mitLX^Zb^z.lDtiZ> 0 L^ot, *3SM©i^fe 
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£#fflv*6>n,5. ffltmffi&m&*7**X$>Z>m&Ki*s ±fc?J7<o#®K- 

25 -/v) s #>f;*-vttJM5Jgtt*ll (flk tfyy/v^-bso™, hco-50) ftZbWM 
LTfc«tl\, jfittifci: LTtt* mtf, =*^ift> *a»&WJlv^*u &$*S 

ilBW • ^«#J y^wta***, fttt 
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5 hnftfLSMb (01*.^ 7^K ▼ *1^> W 

fcJ:9»W:*>5#* &Pfi!#©#£\ 0S# (60 kg£ UT 

) fc*5VvTW\ -0(Cot^lO.l~lOO mg, 0£L<tt^l.O~5O mg % J; 
10 L<«$J1.0~20mg"?ifc5o ^igOKl^S-^-t-S^ri, 1 

-ei*aOTJx.ff. m&to* (eokgfcuc) fcfcwrtt, -bico#*&o.oi~3o 

mgSS, 0*L<f*ifcO.l~2O mgUm. J: 9#*L< H3»0. 1-10 ngU«rM 

J; D S-^i-5©^0^"Cfe5, te©tMfe©*£-t>* 60 kg^rt t) fc&H 

(6) ^w©G^^^«*i^i^^-^^^s^^sy^K© 

25 r 

" (7) «(DG^y^Wl^t^-^^^fi: y #^K£©S§£ 
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m 

o 

±|E Ufc P 2f >- mjewfefc J: o t ^ P - - 6 ^ k *M ^) . 
20 **Wtt* (i) ^^©^^-^/^SfcKli^^ 

^BJO^^P-=y^&t-*5^Ttt, (i) (ii) 0>**&fc*5tt5* 09 
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* k^wbwl r*^a y mantis awartca^sBBk ^^camp^ 
25 cgmp^s iwh-^y^mm^ muawwfiacib, iw^^f©^ 

u^b<o^^^mt^^t^ttc\t^o&(DPs^v-^y^ms 
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V^mm. »l'lCa 2+ ^tv »rtcAMP^ aWfirtcGMP&jfc, JSfh-fi'y 
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LV\, g ^^i-^^^^TO^Sr K-T 6 DNA^Jt^f* cDNA^V^ 

10 &&%fe^b1r5s<* 4 frXfcMlT 4 fr* (nuclear 

polyhedrosis virus ; NPV) <DtfV^ K!> SV40S^ 

t ^t^-]s^g y^^n^- ^r- % f/f f^^o^/V^/a*-^-, SRa 

15 ©«aEW[^ai©*«fet*tf5^i:#T?**o *tt CNambi, P. if • ^ 

^ — . -ft-? ' /HXuVjjA' ' *r ^ * h y — (J- Biol- Che" 1 - ) » 267 ^» 
19555-19559H, 1992^3 fcfBSW>*tfcfct£o Tfrft 5 - 5« 

o 

25 -fbur^iv^ %%\wsmvmv>$w^^xmtio^bftx*%%* 
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$t,tl%mftV>Zb*^?o ffllSOflflftCfrifefcLTtt, Potter-ElvehjemSJ**- 
KinematicattSSl) ®J:Sfllfc jSW&i-*S»> 7U^^/^«L 

#££L-Cffll^;ix5o mmmm^iS^. (500~3000 rpm) x*Mfem 

(MR. if$l~10#) it'frU ±iff«r*6>fcl*53i (15000-30000 rpm) T'iiS30 

10 <S$.Mo 

15 -cry h-C^cft©«»Sr^-C#SJ:5fc*«- 

itmtazm^bMo mix c s « , to , to . ra 
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H4-10 (M*L<ttpH6~8) <DV><m*97T-* hP^-tW^y^T 

nrfv^tt-etiv^ ###ift^&^£i*:5Bi$-c\ chaps, 

Tween-80™ h ?*&) , b^V* ?*#*^a W- hftif©JHKS 

-4>y^yK©^Six.5SWePMSF, p^t^^ e-64 (-<^k# 

0. 01-10 mlCD^l^r:/*--^^ (5000-500000 cpm) ©»»Lfcy 

#yK&&SDU ^^lO- 4 ~10' 10 McD|i^>fb^tr*#$*5o 
10 * (N SB) Sr^SfcftKi^c^Ojfeaim^y^yKfciD^fcKJK^a-^ffi 

Wx a*u<»#b3o^^e>3i*wfT5. rj£«* ^f9^iwiww»tst*u a 

15 i^©*7yh (Bo) ft>&#4»Jlft*t#* (NSB) frSlvyfc**:^ (B 0 -N 
SB) £ 100% tUm, 4$JW»6* (B-NSB) tf*, 50%&Tl£fc 

&MU ftUBftaTOfe ttJ&rtcAMP£j& MrtcGMP^ 

iHM&BWflyHBu IIM&rt^'^SI^^fiMk c-fos©fiH£fk pH© 

fern*? Y*m^xmi&rz>z.bti*x**z>o 
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mmmm&zMfe^x * y --^fctrfc ? sis * ^ 
/ark*** mm&mLs mmmm. wmmmmttt^B^h 

i. **y~-^;Bf*;^ 

20 ©$I£TO«*5 £ 

Hanks' Balanced Salt Solution ttSO fc, 0. 05%©!^JfiLit7;K/ 

25 ®G^W^K*«3Si^fe^-*ft 

^iovt^-^^^I^SHfcCHOiailiaS:, ttjfcru- Mc 

5X10 S ^/^T?^L, 37^ 5% C0 2 , 95% air-C2 0 MWLfcfc©. 

©BWytfVK 
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XI (»M|Ct^t5o 

5 S*5fci«*U -20 < CT^#i-5„ 

2. SU^fe 

10 ©10- 3 ~10- 10 M(O^b^^^Sr5 Ml**.*** «*9# 5/l? * B Md,B 

15 cw*ii*ai«) 

tttSttSrSfl^U Percent Maximum Binding (PMB) £#C<P5£-e#£>5o 
PMB= C (B-NSB) '/ (Bo-NSB) ] X100 
PMB : Percent Maximum Binding 
20 B '.®fc*MyLtdB%<»®. 

NSB : Non-specific Binding 
B„ : 

^asfc »rtca^»i> mtotociup&&> twsrtc<syp4y& ^/v'h-zvyy 
^m^> »j&im«tt*ft* twart^w^Kop^MMk c-fos^sttfls, ph 
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N «oi/W-^y/^t W57=f^^ b) , (n) mmmmm®. 

25 , mew** 

h^Sj^i (^J^rfs 7yK ^ ^ v 

^^t^r*e©*ott«tt* »**ttu ****** ft*#tfcfc£ 
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fcJ:936Hr4fc*#, feP«!40>#§\ -JRW^^HT, (60kg£LT 

) Kl:j3V>Ttt> -B^of^jO. 1-100 mg, &&L<tt$U.0~50 mg, 
L<fiM6l.o~20 mgt»fc5. *fip»l!ifi-§.*rs»^«:, *01B#-MW:S:# 

6 -CftWJt^ (60 kgb VX) \m^Xt±. -PKot $0.01-30 mg 

mm, #&L<r±#J0.1~20mg@£, J:9#*U<tt»0.1-'10Bg»««r*IRft 

fc*£&-§--r 5 £ t So 

10 (8) WW©6#^ft*KIHr^^^Itfc P^Kfcoi^ 

tatts mmu mmk ££8j> *t>fc-*fc 
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* s #yr^3-/v (flu ^ntru^i/y jHyxfi/y^ya 

-/V) , ^^ttJHBSttffl (flk xKy y/W<-h80™, HC0-50) &£f£#ffi 

±wh»-«wwwh\ m®3J m» 

m\ t urifeffl-r s r t % -et So 

w*.&. *-^> ^» ^ 

K£vmkte*>z&> gp^oi^, -mmmz-tfs mm ceo kg^ur 
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) {C^TB:, -0 fco#$H). 1—100 mg % t< t&fcl. 0~50 mg, 
•ettWJxitf, tfJA# (60 kgiLT) fc:fcV>TWu - 0 (CO £$J0. 01-30 mg 

5 mm. t < nmo. 1-20 mgmg, ± 0 #* u < w*>o. 1-10 m g ag& w 

10 <E>^* 

15 (i) 4W^feJ:tJ««^i^^-^^^««fc*»^ 
_t1B (ii) teasv^TWu -*O0tft**»W©l^fe^^— ^^^K^N* 
, Fab\ fc5V>f±Fab®^SrffiV>X'biV\ #3PJ<fl is*"/ 9— 9 % s*9W\C 
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5 ^feSfe&^Tfccfcv\, flfctf* ^7p^ by-, fil£8u V'V 

v*7*9-9 ^<9WM^MMir^ £ 5„ £ 

5o 
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Strife, >fA/^ hy y^fefc^v^^npt hy-^^ic^v^w<b^-e#6 

^sj^wto^^ (f) m^tm^\,imvmM (b) i^mi. ( 

15 £jS3feKl«:> LT^44ft#£fflV\ B/F#git&#y ^ W^y 

20 ftfctt UTERIS **fc*WBi:«#B*r^H"**\ k5vS3\ Wm*<ofc 
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57*mm \ mummm mm^mm^m mm) mm2* 

SHT) x y V* ' << y • ai^lf^^P^— (Methods in ENZYMOLOGY) J 
Vol. 70 (Immunochemical Techniques (Part A)), PiU Vol. 73 

10 (Immunochemical Techniques (Part B)) v |rJ# Vol. 74 (Immunochemical 
Techniques (Part C)K PJS Vol. 84 (Immunochemical Techniques (Part 
D: Selected Immunoassays) ) % Vol. 92 (Immunochemical Techniques 

(Part E: Monoclonal Antibodies and General Immunoassay Methods) K W\M 
Vol. 121 (Immunochemical Techniques (Part I^Hybridoma TechnoloGy and 

15 Monoclonal Antibodies)) (£Lfcu TU'fS. y ^I^ftfSfr) ft . 

20 P^-r5«-ffi^S©^»fSri-5 £ t #"?t So 

(10) Mfem\z&VZ*%W<DU±7?-9y'<*W*tcftZ<D&ft^'7<? K 
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5 (i) hift&lHfe©<X>JlLft <2>*£©JM& ®Ma>&¥ftUfc»*fcU 
15 (iii) Mt5L»^^®jfn.^, ©#£©*&* (DE^^^^L^iM^ 

m&vmirz ztKZZs mmmKtstt z>*mw<o 

20 o 

(iv) ##&PJ3© Wr7>*-* L< K«:»at5« 

iry*-* ^^©Sfefeg^v^iflrf 6 £ £ J; ») , JH£J)t±4>tt* v/< 
9 %%-$mrtZ> rt^«t5, Wtfcit -5 © u-t ^ ~* is* 

©^ft«^#:^c«:£JlT©«J:5»cLT^T>fc5, 

(i) JESfeSV^H^B^x/v^t MtlLftfe yyh, * 

f-^ ty^ iJvvfc^ i9*#WfcJ*Si*9y h 
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m&m. jkjBE<grn> mm. fflBam%z) hz^mmftxhu* w*.& 

mutt. mgttmm hvxnau&m* vymmmm, ^*wm 
mj h^xioo™, ^-r-^2o n ^^) «:^ffiv\ fshfc&<b&m*mis 

-SiZfrZmftO) £ 1 £ ^ 0 . am Potter-BlvehjemM** 

Kinematicaftgg) lB*&K:J:Sfifefe 7 t^^U^fcif-CiPBEL 

#£i:LT/gV>b;iX<5, tfjjtff* «flfc##&*£51 (500~3000 rpm) T*Mffl 
$)1~10#) JtfcU ±niSr*e>K:j«^ (15000~30000 rpm) -?il#30 

h <Wf * if * 9 £*rT5 r t #-e 1 5o 

(ii) 3jc»W<B i/ir:/*-*://<*Kt> t< tt-toft^^ K*5»1-«» 
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(30^H-3H*, #*L<ttll*M«~2B«* J;9#*L<r±ll*IHra 

10 (ii) j^n^^^^^^^^^^^ m ^ im ^^' 
-mmmmm®. (ih«-7h«. #£l<i*i Bm~3B& % j;o»*t<« 

(iii) jE^fc^v^S^x/v^t MtfL»^ (tfdx-tfx 9yK 
tyj?, ^ s ^a, V>\<f£k\ i?)A»f±^7f 

20 tf, a**^*, i«fB^, ffilfcJ?) -mwmi 

%m\cm^mmKtu *&w<Dftfc&ft^xft&%t&*ft5o naiads 

(iv) *WiV> ^*St> L < B:*©*^^ K4r*3M"<H* 
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tf/vay i/3m* mm^carmm, m^cmm,, m&ftcm&&* 

wanwfiQCtt, ^MMk c-fos^s 

hm%M%> WZ-tt, yyh, t^A ^ 

) fc*5Vvttt, - BfcO#$jO. 1-100 mg, #£L<ft$)1.0~50 mg s £I9&3; 
L< ^1.0~20mg-Cfc5o l»PttK84t5^ *<D l@£«ttS:4 
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mum. mvts m*mzK£<>r*mzi>K mmom 

tttltlfit^ ®B% (60 kgtbT) »E*SVvCtt* -0K1O#|&O. 01-30 mg 
UE. 0* U< »M0. 1~20 mggg, i Off* U< 1-10 mg£££»& 
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-/V) % g^^ttJIW&ttffl <«U #5 3/ A"*- h 80" HCO-50) fctffcflMl 

io b-ct»J:v\ tttt*fcbrtt, *Httftw»v^jTN mm 

*7t, • jwwwtt, 0J*tfv «•* m*.& » im 

20 «fb^*fctt*©:!ft©S!#*:tt. S4^t> *MWW& ffitt, 

) tefcl^Ttts — BKlotftO. 1-100 mg> #*L<f*$U.0~50 mg % <fc«9#£ 

L<tt»L0-20mg"e*>*. #»nttfcS#i-*#frwu *©na««»«* 
*fe *^S», a**tfeft«fK:J:o-Ct>*ft**, BI«W>» 

25 -C6ifH)i^ (60 kg^LT) fcfcwrtt, -0fco#«0. 01-30 mg 

L< 1-20 agS*, £ <90* U< ttftjO. 1-10 mg^^W^ 

iNc^S^I"*©**®^"?*)*. te©*!*!©*^* 60 kglSfc&KlfcBl' 



3/21/05, EAST Version: 2.0.1.4 



WO 02/057309 PCT/JP02/00271 

76 

(12) #m<0^-*79-f'**^ *©»^<^K*fctt**tfe©*fc 

fcsRBttftrt"* bfc#oT* RHr^-^^ 

15 (13) ^OG^^fm^^-^^«* 3 "^ DNA 
7 5,K **** trA ^> < 

25 Hfc«Wtt#Kv^**©«WODNA«*»IS^»**5 
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gWDNA§:iS^r-r5«©Io^^^@ai"5C:^i-J:t), ^Aate^srffi 

ffjiLWr, ^K<DDNA^A-7!>^©5TO c t , ©DNA%L<«:RNA^ii: 
tf^zisfSU IUPAC-IUB Commission on Biochemical Nomenclature }C J: SB&^fcS 
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Gly : ^ U S'f 

Ala : 77=y 

Val : /< P ^ 

Leu : n^i/^ 

He ^yo-f'/f 
Ser 
Thr 

Cys : f 

Met :p<^— S" 

Glu : ^ ^fil 

Asp : T^-^^^H 

Lys : y 

Arg : T/^^> 

His : t^v 5 ^ 

Phe : 7x=^77 = >' 

Tyr :^I3^V 

Trp : hyyh^TV 

Pro : ^o|)y 

Asn : T*'<7*?y 

Gin : 7*9 ^ * 

pGlu : trn //V* ^ ^ 

Me : * 

Et : *^"A* 

Bu : 

Ph : 7i-;VS 

TC : f7)/y^-4(R)-*^*t^ 
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Tos : p- Yfrx-'y**'*?*—*' 
CHO : aM^/V 
5 Bzl : *<Wr\> 

CljBzl : 2, 6- *J9 n p ^V^V 
Bom : ^i/^Aoi-^r^ ^ 

Cl-Z : 2 - ^ a ci ^< y v*/^^ 

10 Br-Z ; 2-^B^ye?/Vt^^/V^ 

Boc :t-^b^r^/^-^ 

DNP :S?xha7x/-;V 

Trt : 

Bum :t-^h^^ 

15 Fmoc :K-9-7/l>*V~/Ut h**>**#~<> 1 ' 

HOBt : 1- 1 Kn ^V-O-X h 'J TSA-A' 

HOOBt : 3,4-^fc KP-3-fc KP*^-4-**y-l, 2, 3-^-/ h » T 

HONB : 1-t |fn^j/-5-//V#M^-2,3-^/^*W ^ K 
20 DCC : N, N' - P^^/V^/V^iM 5 K 

IB?lJ## : 1 

25 y^iB^J^^i"o 

Sfll#* : 2 

*$&93©fc b**^G^V/^®*^MV-fe7 P ^-^V/^®TGR31^='- 
@a^lj## : 3 
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»t©«« 1 RU8*t * p c l*::^ 1 ©iowi*** 



^T©£»J 1 W8»t« P C RBStttffl Lfc:/?>f 2 a>M3Bm*n*t 

5 o 

@B^iJ#^ : 5 

$X?<D%W\ 2 fciart 5 p c RErtnHfcja urt^-r 1 ©aateaifcwrr 

o 

: 6 

10 BTOWW 2 fc*rtt * P c Rgfc-eWB Lfc^^ 2 ©tt»BW«;a^f 

o 

15 SJLT^^Jfifyi^^^^* 5 ^ **• < Escherichia coli) 

T0P10/pCR2.1-hTGR3m, 20 0lfff*13¥) 8^5BH«!»o<tf 
TUjKlTHfJtl **£6 «ft»*30 5-8 B86) ©ttiflWfe A£ 

&*X*:i3tit4Fff*ffi (N I B H) ) fc*l»*F ERM BP - 7488k 
20 l/t, 2 0 0 1¥ (Wl 3¥) 2^2 0 0^fe*BD(^RWfei'IBI+^*»r2 
-17-8B ««»*5 3 2-8 6 8 6) ©»ffl.ftA-»l«H«Bf (IFO) 
fcWt&SHH FO 1 6 57 5fcLT*f6£avCV*5. 



7-. (Molecular cloning) lOEffcSft^***^ 0 ^ 
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tMttRcDNA (CLONTECHlfc) *M&U 2*©:/?^-* 
1 (BMW: 3) *J:lW>r«*-2 (BMW: 4) trflWCPCREft* 
fro fc e *K*fc*tf *R««fl>»*tt±» c D N A& 1/loMMfi k b 
N Advantage-GC2 Polymerase Mix (* p *tt(CLQNTECH*fc)) 1/B0* 7° 
7^-r-l (BMW: 3) *5J:W5>f^-2 (BMW: 4) Sr#0. 5 fiMs 
dNTPs£200 /xM, j8j:t«ttlK»ft0^y7T-«riyB», GC Maltfcl/B***. 
, 20 ,l©iiafc. PCRBStt, 941C- 5*©* 94t.30fK 60«C • 30 

(Invitrogen*D) oft*K:«V^^$ Wl"tfh**>**t 
) ^tf^n-s^Ufc. ^^^^TOPIO^AU cDNA^o^n 

WUfcWfc ntG^y^ftwa^^^** 3 -^* cDN 

ABM (BMW: 2) fcftfc. *fc. ZLOT5/BBM (BMW: 1) « 

(Escherichia coli) T0P10/pCR2. l-hTGR31 Lfco 

2 TGR3i©t vim\z& ft 

TGR3 lOfc h«(fc»C48»t*»a^#«Wf« Tat l Man PCR fc&BV^fcfc 
iOHS^o ilttt^ Human Poly A* RNA (^P^y^tfc) £ 

SMART PCR cDNA Synthesis Kit (^B^y^tt) -CfWUtcDNA 
-M^jk. PCR fl^T-kl^^-l (IBM : 5) Wf?4*- 
2 (BMW: 6) SfcBMW: 7*rr*^»-^*«BUT TaqMan 
PCR ^^TofCo TaqMan Universal PCR Master 

Mix (TT^-f K/^ti/XfAXv?^^) £ 12.5 1, 10/zM 079^-1 
t ^^-2S:4r o.5mU 5juM orn-^fc ImU HM* 2pU 
.8.Bi»l©^fr2BMlt?*0, PCREfcttJ' BtfC- 24h 9BTD • 10 d»»bfc 
^ N 95*C • 15 60"C • 1 #©1M 40 Hl« &Lfc 0 fcfcftfcte** 9 
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WMsicja vNfc /> -r * ^ i x io 5 gfc o <d a ir— act ux^tti imi 2 m 

yX*V**K CWfctf, DNA, RNA»J:tF**be>©«*#) 

K (T=*~*h) ©Safe, 0*fl**tHWII©>*. ®»*«^*^-* 

15 
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5 fctt^&o 

2. mm^: lt«SWT5/WH*t«l*«lBlOO*^ 

* * K Sr^^Tf 5 # y * 9 is**? K„ 

5. DNA"C*)«I(I*«4B«0*93«^^*^K. 

15 8. |S^7iBS^m^^^^-"C^^ $ *^®^^ 0 

9. «^8«ojwwii»««u mxiw**>G9>'<9K#mi' 

i o. m^iiBm©G^v/^M*^M^^--^^^e^^<^^ 
1 1. m&mumG9>'<9m^^*79-9i/^9no^9^mm 

25 14. |»^l|B«©G^>'^«*MV^^-^^^Kt^<* t *** 
3 WR©»^<^ K*fctt**ufe©«*«v^ £ K: J: 0 ft bft 5 1 
^(OG9>^9%Mm^^9-9V^9%%1t\i^m^1^^ tf^K. 

1 5. tf^3Si4lB^G^y^^K*^V'-fe^ , --^^ / ^®^^^^ 
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i6. m*mim®<»G?ys<?n^^*7*-* y/< *^ v<nm ^ 

5 17. ff^l|B^G^^^W^^^^-^^^^ b< ^^ 

is. mim\^<oo^^^wmM^^^-^^^^^<^^ 

2 o . f*^ 1 7 ib*©* * y -si s^att* fcttm** i s fBgfc©* * y 

20 2 1. «^4M©*y^^^^Kk^^hP^*^^**frTT?^ 

y y ^ x-rs jK y * * k« 

2 3. ti^4ia^^y^^^^K*^«^-^^ v ^ r ^^ #mi " r 

24. m** i o mvmzw **zt*mt i © * ^ 

2 5 . «M 2 3 * fc l*M*ff 2 4 fBifcofcidf V > 5 £ t * 



3/21/05, EAST Version: 2.0.1.4 



WO 02/057309 PCT/JP02/00271 

85 

2 8. 11*0(2 6fBiW>** p-=^*tfcMVvC#Mu3 SWWIlWIO 

10 

15 3i. stJjs® 2 9m^<oi^m^tcn^M^^^x^^mmo 

s 2 . wi^m, ****** m*** nmrnm. mmmfo. m 

1 3, 1 5, 2 0, 3 0£fctt3 11BgS<0E&o 

3 3. *«JbttlC*l'C* Ml 9, 2 8£fctt2 9«B*©fc****:tt*«> 
20 M<D^&&&*1-&Zb*fflkk'r ftW£&* 

«M£ft* ffWKMMk WWMUk *«stt*A*fctttffe 

3 4 . rt^MMM. ft**** ft* ftWXMs «Hk 

****** MEXM, ^^S^fcH^^W'^J^^ 5 ^* 
25 ©»*«19, 2 8£fcf*2 9iE«©ft^«*fcW:-tO*©«ffl. 
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500 



* 400 
^ 300 



QQ- 200 



I 100 

n 




* s « i § l g 

^ & fe * Hpc I? I 4 -S I S I 
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SEQUENCE LISTING 

<110> Takeda Chemical Industries, Ltd. 

<120> Novel G Protein-Coupled Receptor and its DNA 

<130> P01-0282PCT 

<150> JP 2001-10814 
<151> 2001-01-18 

<150> JP 2001-102558 
<151> 2001-03-30 

<160> 7 

<210> 1 
<211> 318 
<212> PRT 
<213> Human 

<400> 1 

Met Asn Gly Asp His Met Val Leu Gly Ser Ser Val Thr Asp Lys Lys 

5 10 15 

Ala He He Leu Val Thr He Leu Leu Leu Leu Arg Leu Val Ala He 

20 25 30 

Ala Gly Asn Gly Phe lie Thr Ala Ala Leu Gly Val Glu Trp Val Leu 

35 40 45 

Arg Arg Met Leu Leu Pro Cys Asp Lys Leu Leu Val Ser Leu Gly Ala 
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50 55 60 

Ser Arg Phe Cys Leu Gin Ser Val Val Met Gly Lys Thr He Tyr Val 
65 70 75 80 

Phe Leu His Pro Met Ala Phe Pro Tyr Asn Pro Val Leu Gin Phe Leu 

85 90 95 

Ala Phe Gin Trp Asp Phe Leu Asn Ala Ala Thr Leu Trp Ser Ser Thr 

100 105 HO 

Trp Leu Ser Val Phe Tyr Cys Val Lys lie Ala Thr Phe Thr His Pro 

115 120 125 

Val Phe Phe Trp Leu Lys His Lys Leu Ser Gly Trp Leu Pro Trp Met 

130 135 140 

Leu Phe Ser Ser Val Gly Leu Ser Ser Phe Thr Thr lie Leu Phe Phe 
145 150 155 160 

lie Gly Asn His Arg Met Tyr Gin Asn Tyr Leu Arg Asn His Leu Gin 

165 170 175 

Pro Trp Asn Val Thr Gly Asp Ser He Arg Ser Tyr Cys Glu Lys Phe 

180 185 190 

Tyr Leu Phe Pro Leu Lys Met He Thr Trp Thr Met Pro Thr Ala Val 

195 200 205 

Phe Phe lie Cys Met He Leu Leu He Thr Ser Leu Gly Arg His Arg 

210 215 220 

Lys Lys Ala Leu Leu Thr Thr Ser Gly Phe Arg Glu Pro Ser Val Gin 
225 230 . 235 240 

Ala His He Lys Ala Leu Leu Ala Leu Leu Ser Phe Ala Met Leu Phe 

245 250 255 

He Ser Tyr Phe Leu Ser Leu Val Phe Ser Ala Ala Gly He Phe Pro 

260 265 270 

Pro Leu Asp Phe Lys Phe Trp Val Trp Glu Ser Val He Tyr Leu Cys 
275 280 285 
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Ala Ala Val His Pro lie lie Leu Leu Phe Ser Asn Cys Arg Leu Arg 

290 295 300 

Ala Val Leu Lys Ser Arg Arg Ser Ser Arg Cys Gly Thr Pro 
305 310 315 



<210> 2 
<211> 954 
<212> DNA 
<213> Human 



60 



<400> 2 

atgaatggag accacatggt tctaggatct tcggtgactg acaagaaggc catcatcttg 
gttaccattt tactcctttt acgcctggta gcaatagcag gcaatggctt catcactgct 120 
gctctgggcg tggagtgggt gctacggaga atgttgttgc cttgtgataa gttattggtt 180 
agcctagggg cctctcgctt ctgtctgcag tcagtggtaa tgggtaagac catttatgtt 
ttcttgcatc cgatggcctt cccatacaac cctgtactgc agtttctagc tttccagtgg 
gacttcctga atgctgccac cttatggtcc tctacctggc tcagtgtctt ctattgtgtg 
aaaattgcta ccttcaccca ccctgtcttc ttctggctaa agcacaagtt gtctgggtgg 
ctaccatgga tgctcttcag ctctgtaggg ctctccagct tcaccaccat tctatttttc 
ataggcaacc acagaatgta tcagaactat ttaaggaacc atctacaacc ttggaatgtc 
actggcgata gcatacggag ctactgtgag aaattctatc tcttccctct aaaaatgatt 
acttggacaa tgcccactgc tgtctttttc atttgcatga ttttgctcat cacatctctg 
ggaagacaca ggaagaaggc tctccttaca acctcaggat tccgagagcc cagtgtgcag 720 

780 
840 
900 



240 
300 
360 
420 
480 
540 
600 
660 



gcacacataa aggctctgct ggctctcctc tcttttgcca tgctcttcat ctcatatttc 
ctgtcactgg tgttcagtgc tgcaggtatt tttccacctc tggactttaa attctgggtg 
tgggagtcag tgatttatct gtgtgcagca gttcacccca tcattctgct cttcagcaac 
tgcaggctga gagctgtgct gaagagtcgc cgttcctcaa ggtgtgggac acct 954 



<210> 3 
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<211> 32 

<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Primer 
<400> 3 

gtcgacatga atggagacca catggttcta gg 

<210> 4 
<211> 32 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Primer 
<400> 4 

tactagttca aggtgtccca caccttgagg aa 

<210> 5 
<211> 23 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Primer 



3/21/05, EAST Version: 2.0.1.4 



WO 02/057309 



PCT/JP02/00271 



<400> 5 

ttacaacctc aggattccga gag 

<210> 6 
<211> 22 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Primer 
<400> 6 

agcatggcaa aagagaggag ag 

<210> 7 
<211> 26 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Probe 
<400> 7 

tgcaggcaca cataaaggct ctgctg 
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